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[MAEOVEKTAMATO TNG HETPIOC ATTWAEING
3

Effects of 6 Months of Weight Reduction

through diet and exercise on plasma cytokines and key markers of
inflammation in obese subjects with insulin resistance
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EmTidnuia

(TTnyég FDA kai Centers for Disease Control and Prevention CDCP)

e ONUEPQ TO 64% TWV AuEPIKAVWY Eival
utTEpPapol kal avw Tou 30% TtTaxuoapKol

e 15% TTaIOIWV KAl £PNPBWV NAIKiag 6-19
ETWV €Ival UTTEPBapoI-(OITTAACIACUOC TOU
QVTIOTOIXOU TTOOOOTOU O€ OUYKPION UE 2
OEKAETIEC TTPIV)



NICE guidelines

o QapPPAKEUTIKA aywyr oToug eVAANIKEC EpappoleTal

1. 2& aoBeveic TTou d6OBNoav odnyiec e diaita, Aoknon
KOl YVWOIOKN WYUXOAOYIKI UTTOOTHPICN KAl OEV
ETTIONOAV TO OTOXO TOUC EiTE EUPpaviCouv oTACINOTNTA

(plateau) kaTa TNV ATTWAEIQ

2. 2& aoBeveic ye AM2>30kg/m? gite AM2>27kg/m? e

GLVOOO KAPOLOYYELLKO KIVOLVO
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NICE guidelines

H emAoyr Tou @apudkou Ba yivel JETA attd oulATnon ME TOV aoBevr OXETIKA PE TA
TTAEOVEKTIMATA —ATTOTEAECUATIKOTNTA

TTOAVEG TTAPEVEPYEIEC

TOV TPOTTO OPACNG

TO 1ATPIKO I0TOPIKO TOU aoBeVOUC

TOV TPOTTO TTapaKkoAoUuBnong TNG aywyng

TIC TTPOOOOKIEC TOU a0BevVOUC

[Mavta oe ouvduacpo pe dlaitoAoyikr BorBeia, Aoknon, YVWOIOKK WUXOAOYIKA

UTTOOTAPIEN



Consider intervention or taillored
assessment: children

BMI Consider:

91st centile Tallored intervention

and above

98th centile Assessing for comorbidities
and above




Management:
drug treatment for children

ﬁ)nsider drug treatment only if multicomponent dietary, \
exercise and behavioural approaches have been started

and evaluated.

Children under 12: drug treatment not generally recommended.
Prescribe only in exceptional circumstances such as severe
life-threatening comorbidities

Children over 12: drug treatment is recommended only if
there are severe comorbidities

Prescribing should be started by a specialist multidisciplinary

\team with experience of prescribing for this age group /




O1 opol Tou FDA

To FDA yia va eykpivel Kal va dwaoel Adgla KUKAOQOpIiag o€ £va @APUOKO KATA TNG

TTaXUoapKiag ,
ATTQITEI OTTO TNV QAPUOKEUTIKN ETAIPEIA TA €EAC
1) MeA€Teg dIApKeEIag = 1 xpOvou

2) pe >4,500 a6 4500 cuppetéxovteg oTn MEAETN (3000 va TTaipvouv To UTTO UEAETN

Papuako Kal Touhdxiotov 1500 1o placebo
3) O1 yeAéTEC va deixvouv atTwAgla Bapoucg = 5% Tou apXIkou eviog 3-6 unvwyv

4) Na yunv ocuvodeuovTal aTTd TTapeveEPyEIEC TTou Balouv Tn (wn Tou aocBevoug o€ pPioKO



O1 opol Tou FDA

e AUTO 00NYNOE TTPOCPATA TNV ATTOPPIYN

PAPUAKWY OTTWG

1.fenfluramine/dexfenfluramine,
2.rimonabant, sibutramine

3.bupropion/naltrexone



O1 opol Tou FDA-
TTpofBAnuaTiouoi

H eptTeipia uExpl oApEPa £xel OeiCel OTI pApUOKA TTOU dPOoUV HE Evav JOvo
MNXOVIOUO-ETTITTEDO

QEV UTTOPOUV VA TTETUXOUV aTTWAEIa Bapouc dvw Tou 5-10%

Kal OV IKAVOTTOIOUV TIC KOOUNTIKEG ATTAITHOEIG TOU TTAXUCOPKOU

O1 TTapaTTavw TTPOUTTOBECEIC-OIATTIOTWOEIC TTIPOKAAECAV avnouyia OTO KATA TTOCOV
Ba Tav duvaTtdv va UTTApEouV Kalvoupyla @ApPaKa TTOU Va TTANPOUV TIG

TTPOUTTOBE0EIC



2KETTTIKO atTOoppPIiYewV (1)

2TIc 21 lavouapiou 2010, o EMEA (European Medicines Agency) ot review
atreAvon oT

«0 Kapdlayyelakdg Kivouvog Twv acBevwv o€ sibutramine ¢emmepvd ta otToia
TTAEOVEKTAPATA ATTO TNV ATTWAEIA BAPOUGY.

«YTTapXouV eVOEICEIC aunuévou KIVOUVOU Yia PN Bavatn@opo Kapdiakd e1TeIcddI0 Kal

AEE».



[Tapevepyelec sibutramine

A6BNke adela kukAogopiag oTic USA 10 No€uBpio tou 1997 yia tn Bepartreia tng
TTaXUoapKiag o€
AocBeveic pe AMZ>30kg/m?

AcBeveic pe AMZ>27kg/m? kai Trapoucia kapdiayyeiakou Kivouvou (Utréptaon,
2.aKXapwodNng d1aBRTNG utTEPAITIOAIMIQ)

H Sibutramine au¢davel TNV apTnpIakr TTiEonN 0€ OPICUEVOUC aoBEVEIC Kal AaTTaITEITAI

TTaPAKOAOUONOT) TNG 0€ auToUG TTOU Eival O€ aywyn

AvTtevdeikvutal oe aoBeveig TTou TTaipvouv monoamine oxidase inhibitors (MAOIS)
2.€ a0B¢eveic pe uttepevalcbnaoia otn sibutramine

2.€ 000¢eVEIC uE VEUPOYEVI aVOpPELia

2.€ 000¢eveic TTou gival o€ aywyr JE AAAQ KEVTPIKWGS dpwVTA KATAOTAATIKA TNG OPEENS



2 KETTTIKO ATTOPPIYEWYV (2)

To Rimonabant 1rrpe Gdeia KukAo@opidg Tov louvio Tou 2006

The European Medicines Agency (EMEA), tov OkTtwfpio Tou 2008 (to FDA ToV
louvio Tou 2007) ouoTnoe TN dIOKOTI] KUKAOQPOPIAag Tou okeudopato¢g Acomplia e

OpPaOTIKI oucdia rimonabant.

«O EMEA kaTtéAnge 611 Ta TTAEOVEKTAPATA OEV TAV TTEPICCOTEPA ATTO TOUG

KIvOUVOUG YIO TV UYEIa TwWV aocBevwvy.

To Rimonabant gixe vEUPOAOYIKEC KAl WPUXIATPIKEC TTAPEVEPYEIEC OTTWCS KATABAIWN KAl

QUTOKTOVIKO 10€Q0 O



The EC System—CB, Receptors

Adipose
tissue
CB,
receptors
present in CB,
brain

|

Central effect Peripheral metabolic effect

The activation of CB, receptors:
- Role in control of appetite

- Modulation of hypothalamic neuropeptides to maintain
energy balance

- Modulation of adipocyte and hepatic function




Orlistat-yevika XapaKTNPIoTIKA

Orlistat (Xenical®) is produced by Roche

FDA adeia AtrpiAio Tou 1999.

Orlistat avaoToA€ag TNG YOOTPIKAG KAl TTAYKPEATIKAG AITTaong. Eutrodider mn
UOPOAUCH TWV TPIYAUKEPIDIWY TNG TPOPNG MEIWVOVTAG £TCI TNV ATTOPPOPNON TWV
MOVOYAUKEPISIWV Kal TwV €A. ANITTAPWYV OZEWV

EvdeikvuTtal yia acBeveic pe BMI > 30 kg/m? gite > 28 kg/m? ue v tapovcio

KOPOLOYYELOKDV TOPAYOVTIOV KIVOUVOU.
AvTevdegikvutal o€ Xpovio ouvOpouo duoatroppoPnong, XoAooTaong, aTnv
EYKUpooUvn, OTn yaAouxia, o€ yvwoTr UTTEpeuaiodnaia .

Mapevépyeleg atToTEAOUV KUPIWG 01 dIAPPOIES, EAaIWdN OTayoVidIA, NETEWPIOHOG,

KOIAIOKO AAyoG.



Orlistat-evoeicelc

H Orlistat €xel £vdeItn o€ ouvduaouo PE ATTIA UTTOBEPMIBIKT diAITA.
H Bepartreia pe orlistat
cekvael povo otav o acBevg £xel Xaoel Touhdxiotov 2.5 kg ue didita

AlakoTrteTal étav PETA atrd 12 €BOopadec aywyn 0 acBevAG aTToTUXEl VA XACEl TTAVW

Tou 5% Tou apxIKoU Tou BAPOUC.

H didpkeia aywyng Oev TTPETTEI va CETTEPVAEI T 2 XPOVIa



Orlistat NICE audit (1)

14 randomised control trials (RCTs) cuptrepieA@OnKav.

O1 TTEPIOCOTEPEC MEAETEC £DEICAV OTATIOTIKA ONUAVTIKY atTwAEIa BAPOUSC O0€ oxEon WE

10 placebo

O1 TTEPIOTOTEPEC MEAETEC £DEICAV OTATIOTIKA ONUAVTIKY YEIWOTN TOUAAXIOTOV EVOC

AitTidiou.

3 RCTs, o1aTIOTIKA GNUAVTIKN MEIWON TS APTNPIAKAG TTiECNG 0 OXE€on UE placebo.



Orlistat NICE audit (2)

2 € TTaxUoapPKOUG aoBeveic ue cakxapwodn d1afnTn TUTTou 2 n orlistat £d€1EE OTATIOTIKA
OnNUAvTIKA pJeiwon Tou Bdpoug oTov éva Xpodvo oe oxéan ue placebo, otn yAuXaidikn

puBuIon , oTa eTTiTTEdA TWV AITTIOIWV.

Ol YOOTPEVTEPIKEG TTAPEVEPYEIEC NTAV OTATIOTIKA TTEPICCOTEPES OTA YKPOUTT TNG

orlistat oe oxéon e 10 placebo,

H orlistat petad atmmd 1 xpOdvo ocuvodeUTNKE ME XAUNAOTEPQ ETTITTEDO OTOV OPO

AirrodiaAuTtwy Birauivwy (A,D,E,K).



Orlistat: ATTOTEAECUATIKOTNTO
ueta 1 xpovo (Diab Care 2002)
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Orlistat: ATTOTEAECUATIKOTNTO

ueta 1 xpovo (Diab Care 2002)
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EyKpion VEWV QOpUAKWY

To FDA evekpIve TNV KUKAOQOPIQ dUO VEWV QAPHAKWY YIA TNV AVTIMETWTTION TNG
TTaXUoapKiag
Lorcaserin hydrochloride (Belviq): 27 louviou 2012

aobBeveic pe AM2=30

aobBeveic pe AM2=27 kai évav TTapayovTa
(GuoAimidaipid, ZA2, utrépTacn)

EVEPYOTTOIEI TOV UTTOOOXEQ Sserotonin 2C,
ETTITUYXAVETAI AioBnua KopeETUOU

3 randomized, placebo-controlled trials
8000 aoBeveic TTaxUCAPKOI €iTE UTTEPBAPOI PE ] XWPIG ZA2
Aywyn yia 52-104 efooudadeg ue diauta Kal AOKNOoN



Lorcaserin hydrochloride

AttwAeia Bapoug 3-3.7% oTtov 1 xpovo

2€ 2A2 10 38% £xaocav TouldxioTov 5% Tou Bdpoucg Toug oe oxéon KE To 5%
placebo

To @ApPAKO JIAKOTITETAI OTAV OEV ETTITUYXAVETAI 5% ATTWAEIQ BAPOUG UETA 12
eBOOPAdEC aywyn

[MapeveEpPyEIEG EXEI DIATAPAXEG MVAUNG, TTPOCOXNG, KEQAAAAYiEG, CaAAdA, KOTTWON,
vauTia, EnpooTopia, SUOKOIAIOTNTA, BAXAS, 0OCPUAAYIA, UTTOYAUKAIUIO

Aev €€l HEAETNOEI EKTEVWDG O€ AOBEVEIC UE CUPPOPNTIKI KAPDIOKA AVETTAPKEIQ,
BaABidotrdBeIa

Aev xopnyeital o€ a) eykupoouvn,B) padi ue avTiIKataBAITITIKA, Kal y) ¢ApPaKa
NMIKPAVIAG, YEVIKA GAPUAKA TTOU QUEAVOUV Ta ETTITTEDQ OEPOTOVIVNG Kal OpOouV
OTOUG UTTOOOXEIG OEPOTOVIVNG



Lorcaserin hydrochloride (2)

Otav xopnyeital oe d6on 10mg dIC NUEPNTIWG BEV EVEPYOTTOIEI TOV UTTODOXEA

serotonin 2B (fenfluramine kai dexfenfluramine)

H etaipgia avaAapBavel Tnv uttoxpéwon va kavel 6 postmarketing studies,
OUUTTEPIAQMPBAVOUEVNG KAl PIOG «MEAETNG MEYAANG OIAPKEIOCY UE QVTIKEIMEVO TN

dlgpeuvnan Kivouvou KapdlaknsG avakoTris kal AEE.



phentermine and topiramate
extended-release (Qsymia)

1. Phentermine (7.5 mg)& topiramate (46 mg) ER (Qsymia):
17 louAiou 2012
aoBeveic pe AM2=30
aoBeveic pe AM2=27 kai évav TTapdayovTta
(GuoAimidaipia, ZA2, utrépTacn)

Phentermine” xprion yia amrwAecia Bapouc-Bpaxeiag dIapKeIag
amphetamine derivative, Meiwon Tng 6pe¢ng

topiramate avTiemANTITIKO Kal NuIKpaviag. Meiwon Tng 6pecng
Apa oto KN oT1o ope€lydovo GABA (y-amino butyric acid)

2 uvioTwuevn doooloyia Phentermine (7.5 mg)& topiramate (46 mg) ER

YTmrapxel kai oe 06on Phentermine (15 mg)& topiramate (92 mg) ER



phentermine and topiramate
extended-release (Qsymia)

2 randomized, placebo-controlled trials
3700 aoBeveic TTaXUCAPKOI €iTE UTTEPPAPOI UE ) XwpPic ZA2
Aywyrn yia 52 €Bdouadeg pe diaita Kal aoknon

0TN ouvIoTWUEVN 600N (7.5 & 46 mg) AtTwAEgIa BApoug 6.7% oTov 1 xpdvo

62% £xaocav >5% (20% placebo)

oTn peyaAutepn 66on (15 & 92 mqg) AttwAsla Bapoucg 8.9% oTov 1 xpodvo

69% €xaocav TouhaxioTov 5% Tou Bdapoucg Toug o€ oxéon ue 1o 20% placebo

To @ApPAKO BIAKOTITETAI OTAV OEV ETTITUYXAVETAI 5% ATTWAEIQ BAPOUG PETA 12

eBOOPGdEC aywynh



phentermine and topiramate
extended-release (Qsymia) (2)

[Mapevépyeleg "aunuEvn Kapdliakd ocuxvotnTa, TTapaliodnoieg ota TodIA Kal XEpIa,

KEQAAaAyieg, Cahada, KOTTWOT, auTtvia, JEIwPEVN aioBnon yéuong, ¢npooTopia,

OUOKOINIOTNTA, KATABAIWN, AyX0g

Agv XopnveiTal 0€ a) EYKUPOoUVN,B) YAQUKWHA Y) uTTEPOUPEOEIBICUOG
0) TTpdo@aTo —(eviog 6 pnvwv) 1IoTopikd AEE
€) TPOOPATO —(EVTOC 6 UNVWV) ICTOPIKO acTaBoug oTnBAyxNng




phentermine and topiramate
extended-release (Qsymia) (3)

1. H etaipgia avaAapBavel Tnv uttoxpéwon va kavel 10 postmarketing studies, ue

QVTIKEIMEVO TN dlEpPEUVNON KIVOUVOU KaPJAIOKAG avakoTrig kal AEE



dapuaka utrd dokiun,
TO MEAAOV OTN PAPHAKEUTIKN

Oepartreia



Higher brain centres

p Orexigenic | Anorexigenic
MNPY/AgRP =~ POMC/CART

Brain

Periphery

(b)




A)Centrally acting
pharmaceutical molecules.

* |)leptin analogue’(metreleptin)

Leptin directly stimulates the anorexigenic proopiomelanocortin (POMC) neurons and
inhibits the orexigenic neuropeptide Y (NPY) neurons in the arcuate nucleus (ARC) of

hypothalamus, promoting satiety

Restoration of leptin concentrations to pre-weight loss concentrations, via

administration of metreleptin (leptin analogue), mitigated weight-loss counter-

regulation

Thus, a role for leptin as adjuvant therapy to a primary weight loss agent to maintain

weight loss by reversing the total and resting energy expenditure reduction seen after

body weight reduction seems currently more probable



A)Centrally acting
pharmaceutical molecules
* I)Leptin sensitizers

obese individuals seem to be leptin-resistant.

1) placebo-controlled study with obese individuals given recombinant human leptin
(0.03 mg/kg and 0.30 mg/kg, respectively) for 24 weeks and advised to eat 500 kcal
less than requirement each day. A weakly dose-dependent decrease in body weight
was shown, ranging from -1.3 kg in the placebo group to -7.1 kg in the 0.30 mg/kg rh
leptin-treated group (P=.01)

2) the pramlintide/metreleptin combination (TrapakaTw)



B) GASTROINTESTINAL AND PANCREATIC
PEPTIDES THAT REGULATE FOOD INTAKE

)Lower-intestinal satiation

Glucagon-like peptide-1 analogues: Glucagon-like peptide-1 (GLP-1) is produced

primarily by the L cells of the distal small intestine and colon. .

CJC-1134-PC (from ConjuChem Biotechnologies Inc.),
* aconjugate of exendin-4 and recombinant human albumin

* glucagon-like peptide-1 receptor agonist, administered once-weekly suggest that it

provides similar reduction in body weight compared with exenatide twice daily but
may have more favorable adverse event profile which might improve compliance and

probably total weight loss in the long term



E¢evaTion (ECO 2011)




Liraglutide

Liraglutide:a two-year randomized trial of liraglutide (Victoza, Novo Nordisk)

At the end of the study, although the mean weight loss was equal for the liraglutide (2.4
mg/day or 3.0 mg/day) and orlistat (120 mg TDS) group, more patients taking
liraglutide, as compared with orlistat, had lost more than 5% of their weight (69% vs
49%; p<0.03).

Higher doses liraglutide than those used for the treatment of diabetes are needed for
weight loss (2.4-mg to 3.0-mg vs 1,2 mg to 1,8 mg for diabetes control). This is
worrisome in the light of slightly increased incidence of medullary thyroid tumors in

two non human species in clinically relevant liraglutide doses



AipayAoution (ECO 2011
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B) GASTROINTESTINAL AND PANCREATIC PEPTIDES THAT
REGULATE FOOD INTAKE

1. PYY is a 36—amino acid peptide (PYY,_35), produced postprandially in response and
proportionally to caloric load, by the distal-intestinal L cells along with oxyntomodulin
(OXM) and GLP-1.

« Human studies have shown that PYY delays gastric emptying, and promotes satiety

(predominantly via Y2 receptors)

» decreases calorie intake by approximately 30% in lean and obese subjects, (without
causing nausea, affecting food palatability, altering fluid intake or followed by

compensatory hyperphagia).

2) the PYY; 35/OXM combined treatment resulted in much greater reduction of energy

intake compared to PYY;_ 3, and OXM monotherapy



Oxyntomodulin (OXM)

is a 37-amino acid anorexigenic hormone

produced by the L-cells of the distal small intestine and colon, where it co-localizes
with GLP-1 and PYY.

It is believed to modulate the energy homeostasis system at least in part via GLP1R.
OXM activates neurons in the hypothalamus

Several human studies have clearly demonstrated its efficacy as satiety signal and
modest weight loss agent when intravenously infused or injected in overweight and
obese volunteers.

Structurally modified analogues with longer duration of action , might bring closer
OXM’s usage for obesity management in near future



GLP-1 and PYY, ;./GLP-1 oral combination

1. The oral GLP-1 (2-mg tablet) alone
2. the combination of oral GLP-1 (2-mg tablet) plus PYY; 5, (1-mg tablet)

showed enhanced fullness at meal onset and induced a significant reduction in

energy intake



Ghrelin vaccines &
antagonists

Ghrelin, is a 28 amino acid peptide produced primarily by the stomach and proximal

small intestine
the only known potent orexigenic hormone

Its levels increase before meals and get suppressed by the ingested nutrients.

anti-ghrelin vaccines (guBoAia) blocking ghrelin’s activity .

The above agents however have not so far reached the weight loss targets so that to

get used in clinical practice.

ghrelin antagonists Potent, selective (ekAekTikol) , and orally bioavailable

(BiodiaBeoipoTtnTa) that are currently in preclinical testing



Pancreatic satiation peptides

1) Pancreatic polypeptide (PP)

is a 36-amino-acid peptide, primarily produced in the pancreas in response to ingestion
of food and in proportion to caloric load

It acts as satiety hormone and reduces food intake predominantly via stimulation of the
anorexigenic a-MSH signaling pathway by direct action on local Y4 receptors within
the ARC

a selective Y4-receptor agonist (TM30339; 7TM Pharma) was developed and proved to
be highly efficacious with respect to long term body weight reduction in pre-clinical
studies



Pancreatic satiation peptides (2)

2) PYY+PP combination

 a synthetic analogue of two natural gut hormones with satiety

effects PP and PYY
« that acts as an agonist of both the Y2 and Y4 receptors

e early meal termination when administered once-a-day

subcutaneously in obese human subjects



Amylin (1)

Is a 37-amino acid neuroendocrine peptide hormone co-secreted postprandially with insulin by

pancreatic B cells.

has anorexigenic actions inhibiting gastric emptying and glucagon secretion but also decreasing

meal size and calorie intake (fat specific)
exerted via binding to specific amylin receptors in the hindbrain area postrema

A phase 2, 16 week, randomized, double-blind, placebo-controlled study with obese non-diabetic
individuals:
self-administered subcutaneous injections of pramlintide 240 ug three times a day resulted in

significant reduction in waist circumference (P < 0.01) and 3.7% mean weight loss (progressive up

to week 16, with no evidence of a plateau) compared to placebo (P < .001).



Amylin-trials (2)

another 4-month RCT with obese patients

treated with different doses of pramlintide (120, 240 and 360 ug b.i.d. and t.i.d.) or
placebo

demonstrating the dose-dependent weight loss efficacy of pramlintide.

When blindly extended to 1 year, weight loss was regained in the placebo group but
maintained or continued in all but the pramlintide 120 pg b.i.d. arm, proving sustained

body weight restriction by pramlintide



Amylin-leptin analogues
combination

In obese human subjects

« the weight-lowering effect of the amylin/leptin combination (pramlintide and

metreleptin) sustained and robust weight loss

« development of this particular combination was discontinued though following

commercial reassessment of the program



Pramlintide combinations

in a 24 week RCT with 244 obese or overweight, nondiabetic subjects with weight loss:
1) pramlintide (sc; 120 microg t.i.d.)/ phentermine (orally; 37.5 mg)

e 11.3+/-0.9%

2) pramlintide/sibutramine (orally; 10 mg)

e 111 +/-1.1%

4) Pramlintide 3.7 +/- 0.7% placebo: -2.2 +/- 0.7%



Lipase inhibitors: Cetilistat

ATL-962 (Cetilistat; Alizyme) is another lipase inhibitor.

compared to placebo at several different doses (50mg/60mg/100 mg /120 mg/150
mg/240mg/300 mg t.i.d.) (P<0.001)

as equipotent with orlistat (120 mg t.i.d.) regarding faecal fat excretion at doses of
60mg and 120 mg t.i.d.), with much better tolerance profile in obese or obese with

T2DM on metformin



Lipase Inhibitors: Cetilistat (2)

The different tolerance profile between the two lipase inhibitors may be explained by
the different physical form of the fat in the intestine (rather than the amount of fat)

resulted from each medication
cetilistat acts more like a detergent (aTTOPPUTTAVTIKO),

orlistat promotes the coalescence (ouyxwveuon) of micelles, leading to oils and

increased gastrointestinal adverse events



11B-HSD 1 inhibitor

Based on the autocrine and paracrine actions of cortisol

the role of carbenoxolone as a nonselective 11B3-HSD inhibitor in central obesity

reduction has been studied; the results are conflicting

Preliminary data from animal studies with T-BVT, a new 11[3-
HSD1 pharmacological inhibitor that homes specifically to the white AT, are very
promising regarding its anti-obesity efficacy and amelioration of multiple MetS

parameters



2UMUTTEPOCUATO

As medications that target only one mechanism produce weight loss far away from
what obese subjects would expect cosmetically (20%—-25%, similar to what the

bariatric surgery offers)

the future of pharmaceutical management of obesity seems to be based on the
combination of agents targeting different molecules and having additive effect on

weight loss.

Research is currently directed toward development of combination treatments based
on gut hormones in a way that mimics the changes underlying the surgically induced

weight loss.

The way however till we get the ‘bariatric pharmacotherapy’ is still long, with the
most optimists suggesting promising successful deal with potent pharmacotherapy of

obesity over the next decade
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